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*f°2) (i-m) c^^*^ A i 5 ^!:^r n I2. 

J;3uv ( i^t*W ^4T^ (XVI!) ****** (XXI) t * 
^ 7 me«2 0 0 4-3 1 0 4 7 6 5 



#H 2003-357325 



: 27/ 



«T, 1**2 4*1* ^ (XV I I) *^-* (X 

2 : R^ **-0-R 6 -C**ft**tt. ttT©**fc*&M«"*-Cft*. 
(xxn) 

R 5 -Hal 




(I-P) 




(I-q) 




(xxn) R ! 




(I-r) 



(I-s) 



ttft#i» (I-s) «r#^it^tiSo 

Mfei 3 : R> #-so, - R 5 T**fl!**tt* 7 *fctt»T®**«« 





(I-t) 

ffifiE# 2004-3104765 



003-357325 



: 28/ 



0 0t)t3 0^?>2 4^W^^^^ (i-t) 

J!J 6 ^-S0 2 N (R 6 ) OR 5 tUli-CON (R 6 ) OR»tN**flS* 
ftf^llR i'-SO^NHN (R ) (R 6 ) fcL-<&4 — CONHN (R ) (R ) 

■c * * ft-** tt , Jar <o*m k x *) »** * - * * • 

(xxm) 

o 2 

R 6 




(XVI-a) 



(xxrv) r6 

R 5 ' N 'NH 2 




(I-u) 




(I-x) 



I (XVI-a) (XXV) (XXIII) < 

ffiSE# 2004-3104765 
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^-V I 29/ 



4 f^fbl% (X a) iSSftj* (XXV) **** (XXIVJ^t 

OH 

(XXVI) 
R 5 MgHal 






(R 2 )m 


r 3 — e b j 


R 3 — ( 


(R*)n 


(R 4 )^ 



(I-y) (XXVH) ( I_z > 

**) % -20~100W30^24WJ^ (Gngnard) K&t-itT*- 

^GlR^-NHSOaN (R 5 ) (R')t»*ft«tt, 

(xxvm) R 6 h 
R 6 r5 .n. s .n 




RS^^OzHal 




(M) v (I " aa ' ) 

(I - i ' ) (XXVIII) lkHttUW***-* 1 -* 

*K Ifc^tl (I -a a' ) 7&*#<b*L&o 

**!?!r !i #-OCON (R 5 ) (R 6 ) T**flS«l*. JSLTO*ttKi*9«ti- 



ffiiE# 2004-3104765 
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I 30/ 




R 6 
j 



(XXIX) 



c N 




(I-bb) 



Ttlm (i-p) (xxix) k*ttiUB»em« 

^•3*1 (I — bb) *l£o 



[0 0 7 1] 

^18: R 1 ^-c (R 7 ) 

(XXX) 



= c 



(R 5 ) (R 6 ) T?*<Mfrfr*M±. JftT©*»K:J:0 




,5 D 6 




Ph 3 P=CHR 5 R 
O 

£fc(* |g;p=CHR 5 R 6 R 3 - 

(R^n 

(I-z') ( I_cc) 

B 1 v,,-,;.! ssafcssa tires; ^* -Jr 
ffi^KSfs::^ H iSsr iff 

£W*r^ ifjrA i, C4. 3. o] 5 

[0 0 7 2] 

ffi|iE#2 004-3104765 



#12003-357325 



^-^ : 31/ 



^ j t fz it ****** r * ✓ **+ * it** 

**t 2C*mJS« (I-m! (I-o) ^BSkPWtTr,Mv»TWJ 



**(°8) JiB**»cJ8V*T, *»Wft«*fettJMMb#*^****^**-*-*^ 

(To) ±b*«khv^, ^^k^*^***^*** 1 "^*^?*^ 



K Kt*-*-***, C<Jf<?t (Wi t t i g) K)SKtt-f-fc'-*9, -l® = t- 

ffiIE# 2004-3104765 



#12 0 0 3-3 5 7 3 2 5 : 327 

r*fcr*»w^»tt««^^ ±w * s ^** e ^* £k ^* % **** 

%t> #*1+j,>w*-*>* , **w (,tw*. **« 

~50mg/kg, tOtottftO. 1~3 Omg/kgSSWMWl- 1 ' • 

His- srsra £srsB3s»^??stt 

<a«ttH«tt»M (COPD) M**. ^ 

ffiCE«2 004-3104765 



003-357325 I 33/ 

ouroreport, 1997#, *8». p.2179-2182*fci**>* 9 V*ft*r***v*-CMS 

THF : f >51iKn75V 
DMF : y^fJV*^^7 5 K 
Me : *f-* 
E t : j.?-*' 

t-Bu: tert -"f*fr 

Tf : h y * Z/AJls* — 

Bocltert - yh* 4 /***-^ 

B n : ^> 
Ph:7i-^ 



[0 0 8 0] 



6-. 



O O ^^NHNHa-HCl 



Me — ^ Me— _^>,^ t q c;+v f ? 

' 7 «m M-)t-f^7x-;^ F7yVfitI 1 7 4mg, 1 

3 o -.>° it,: l -\ M »? r«* . .o « 

4%) U-C#fc= 

MS : 3 1 7 [M + H] +, APC I (Me OH) 
10 0 8 1] 

[0 0 8 2] 




tBfEflf 2004-3104765 



#0 2003-357325 



s<-V: 34/ 



mm 






2 


0 : 


V3B;32B QVMD +, 
APQCMeOED 


3 


o o 


MS:408 DVWC+, 
APQCMeOH) 






4 


n 

HP 


MS : 345 [M-H] % 
ESI(MeOH) 


5 


I HP 


MS:317 DVW33+, 
APaOVfeOH) 


[0 0 8 3] 






WW 


6 


Hay 

HP 


MS : 345 MS\ 
ESlOVfeOH) 


7 




MS:383 QVWD +, 
APGlOVfeOH) 



[0 0 8 4] 



mm<$ 2004-3104765 



#HS 2003-357325 



^-y : 35/ 



0 2 N. 



5 _ (4_^^;v 7i ^;V) -1- (4-^07x^) -3- ( 7 ;V * H p< ?- 
;l/) -lH-tT9V-^ (2. 40g, 6. 9 1mmol) OTHF (50ml) i^* 
y (5 0ml) »10%^7y^^f (2 5 0mg) £#nx.> 7X^#H^T. 

1-&££:KJ:*K 14- [5- (4-^f;v7x-;v) -3- (h'^^n^f^) - 
1H _e 9 y*-^-l--OV] -7a,-;W 757 (2. 1 4 g, 9 8%) 

MS : 3 1 8 [M+H] + , APC I (Me OH) 
[0 0 8 5] 



• N 



H 2 /Pd-C 



CF 3 



*ifr$l9 





Etcoa 



) 4 _ [ 5 _ ( 4 -^f;V7x-;V) -3- (>'J7^tn^f^) - 1 H - 
^.i-^^] 757 (1 0 lmg, 0. 32mmol) t F'^WT/ 

(0. 0 6 6ml, 0. 4 7mmo 1) ©M^fV> (5ml) M^nfr^ 
n«JK(0 0 3 0ml, 0. 3 5mmo 1) tiTli ISt30li#t^ TO 

7=90 : l 0-8 o : 2 o) -emmirzz tKi n- U- [5- (4->w 
^- ;V) _ 3 _ 7 ;i,*n^;v) -1K-\£?*S~-A>- 1-4*1 V =--M 

K (9 2mg, 7 7%) t»*tLtttfc» 
MS I 3 7 4 [M+H] +, APC I (Me OH) 
[0 0 8 61 

£J*fll i o 

[0 0 8 7] 
[^3] 









10 




MS: 425 BVMO +, 
APClCMeOH) 



[0 0 8 8] 

mmm 1 1 
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^-y : 36/ 



H 2 N0 2 S 




(Boc^O 




4 _ [ 5 _ (4_^f;V7x-JV) -3- (h'J7^B>^) - 1 H- t?7 V-^ 
_ 1 _>f;v] ^>.«>.X/U*>75 K (6. 9 3g, 18. 2mmol)^nn^ 
M7 0ml) l»> ^f>T5^'J->'> (0. 22g, 1. 8 2 mm o 1 ) £ 
> ij xf;V7 5> (3. 80ml, 27. 3mmol) ^mia^Px.^^ 5>- t e r t 
-71-)VV*)i>#*-h (4. 7 6g, 2 1. 8mmol)O^nn^y(7 0ml 

;v=4 : 1-3 : 1) U t e r t-f^J^ ( U- [5- 

_ 3 _ (bij7;vtn^f;i/) - l H- 1: 7 v*-;v- 1 - 4 ;v] 7x-JW *;v*- 



8 7%) t-CWfc, 
APCI (1 OmM-A c ONH4 /Me OH) 



)V) #>U/t> — h (7 . 6 4 g, 
MS : 4 9 9 [M + NH 4 ] +, 
[0 0 8 9] 
12 

[0 0 9 0] 









1 2 




MS- 524/526 [M+NH4] +, 
APCI(10mM-AcONH4/MeOH) 



BOC 



[0 0 9 1] 

ftttfll 3 
o 

h° 



BrCH 2 CO r t-Bu 




tert -7f;v ( |4- [5- (4->^;V7x-;v) - 3- ( > U 7fr*u * * 
)V) -iH-t , 7 , /-JV-l-^v] 7x^jH — ;v) #;w^-h (66lmg 

1 3 7mmo 1) ^)^fWW75 K (3ml) jfe«*y*A (94 9 

mg', 6. 87mmol) t e r t -^Jl 2 I? * 

1 6 5mmo 1) ta»-CJPiL. SWWlfc. RJfc***fcH:ft, ft***-*-? 

^->'J*^*7A^n-7b^5 7-f- (-MMJ-v : »»^f^= 1 2 : 1) -ew 
»U t e r t-7*^V N- (t e r t -:/> * -N- ( |4- [5- 

(4-^f;V7x-;V) -3- (>'J7^n^f A') -lH-^^-l-^*] 

x;v*-;v) ^'Jv^ > (4 4 1mg, 5 4%) t»*tLTftfc. 
MS : 6 1 3 [M + NH 4] +, APCI (1 0mM-AcONH 4 /Me OH) 

mSE^F 2004-3104765 



#M 2003-357325 



^-v? : 37/ 



[0 0 9 2] 

HWJ 14-21 

nis^u 1 3 1 mm'&fc - mm.?* aT©ft^**ftfeo 

[0 0 9 3] 
1*5] 



JdHf 




WW ~n 


1 4 




MS : 579 [M+H] +, 
APCI(l0mM-AcONH4MeOH) 


1 5 


o* o 


MS : 560 [M+NH4] +, 
APGI ( lOraM- AcONH4MeOH; 


1 6 


IV^^S^V^ CH. 


MS : 506 [M+H] +. 
APCI(l0mM-AcONH4MeOH) 


1 7 


J5 X V ^ 


MS : 509 [M+H] +, 
APCT(l0mM-AcO3SIH4/MeOH) 


1 8 


a/ 


MS : 574 DM+NH4] +, 
APCI(l0mM-AcONH4/MeOH) 



[0 0 9 4] 



ffiSE#2 004-3104765 
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t-z? : 38/ 



[*6] 









1 9 




MS : 474 [M+NH4] +, 
APCI(l0mM-AcONH4/MeOH) 


2 0 


>V CH, 3 — X^- 


MS : 490 [M+NH4] +, 
APCI(lQmM-AcONH4/MeOH) 


2 1 


HP CH, CH, T^j 


MS : 446 [M+NH4] +, 
APCl(lQmM-AcONH4/MeOH) 



[0 0 9 51 

mmm 2 2 



p 




ter t-/^ ( |4- [5- (4-ptf;V7x^;v) -3- (>V7H'*n>f 
;v) - 1 H-tf9 1 --OKI -7 s- — M (2 0 0mg 

0. 42mmo 1) ©THF (3ml) i&ifcfc, hV7i-^7^> (1 3 1 m g 
0. 5 0mmo 1) . 2- (2 - tfU 5 V*** 50 ^^^(70m g) 0. 5 0 
mmol) *Sa-Clnit*:*, ViW^*^->7-> (87mg, 0. 50m 
mo 1) *£ire*>o< OWTUTftliLfco ^**M"CHft*#Ufctk *ffi**BL 

j»ig*->y A^j&^A^nTh^^^-f- (^^-^^ : ftttif^=9 o : i o — 

5 0 : 5 0) T»«U t e r ( 14- [5- U-***?*-*) -3 

- (bV7;vtn^f;v) — 1 H — h° 7 V— )V— 1 —4 )i>] y ^-M ***-/W [2 

- (t*.j5y'y-2-^H^-» if*] #>wr*-h (12 8mg, 5 1%) 

MS: 604 [M + H] +, APCI (MeOH) 
[0 0 9 6] 

2 3~27 

%mm 2 2 tmm^BLm • £ t k * *k £itom*#^o 

[0 0 9 7] 
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mm 




mm 


2 3 


o 9,o 

HP CH, ^> \_/ F F 


MS : 661 CM+Na] +, 
ESlCMeOH) 


24 


n 0 0 

H.E .i <?' ^ — i F 

°v 0 

CH, 


MS : 647 [M+Na] +, 
ESlCMeOH) 


2 5 


HJC'° O 
HJC 


MS : 557 CM+NH4] +, 
AraClOmM-A^NH-i/MeOH) 


26 


CHg 0 0 _ 0 

cr cr 


MS : 537 [M+H] +, 
APCI(10mM-AcONH4/MeOH) 


2 7 


CHg 0 0 w 0 

6 o^ 0 


MS : 520 [M+H] +, 
APCKlOmM-AcONHVMeOH) 



[0 0 9 8] 

mnm2 s 




t ert-^ (14- [5- (4-^W7x^) - 3- (h'J7^ta>f 
;v) - l H-bT9 l 7 *-=-M *;v*-;v) [2- (fc?V5i?>-2- 

4****/) j-^;v] *;w^-h (1 5 Omg, 0. 2 5mmo 1) thH^olp 

m (3mi) ciiiu MT2i»ti»ufc«, iMDM*Kttv»«. &m^)w&m 

(^^-g-> '^j.^;V= 8 0 : 2 0-*0 : 1 0 0) -ettau 4- [5- (4- 
^f;v7x^;v) -3- (b'J7;vtn>f^) - l H- bf 7 1 >v] -N- 

[2- ( t£ 'J ?y>-2-'f^t i fv) ^y-ffy^^^^T^ K (3 1 m g , 2 

miiE# 2004-3104765 



#0 2003-357325 



: 40/ 



5%) t^Uflfco 

MS : 5 0 4 [M + H] + , AP C I (Me OH) 
[0 0 9 9] 
MMM 2 9-42 

2 8k • Mt* £ k J: 0 > J2lTO<b^W*f»^o 

[0 10 0] 
[*8] 





d TW. 1 1 fc LA . 




29 




MS : 440 [M+H] 




H.C 


+, 

APCKMeOH) 


30 




MS : 439 [M+H] 




HP 


+, 

APCKMeOH) 



[0101] 
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^-v : 41/ 



[*9] 









32 


He 


MS:479CM+H]+, 
APCKMeOH) 


33 


0 o 

o y=i f 


MS : 438 [M-H] -, 
ESKMeOH) 


34 


JVC 


MS:453[M+H]- , 
APCKMeOH) 


3 5 


<jHj q. o 


MS:357[M+H]+, 
APCKMeOH) 


3 6 




MS:437[M+H]+, 
APCKMeOH) 



[0 10 2] 
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: 42/ 



mi o] 







miss? 


3 7 


t^^^i 0 0 


MS : 420 [M+H] +, 
APClQVfeOH) 


3 8 




MS : 406 [M+H] +. 
APCKMeOED 


39 




MS : 409 [M+H] +, 
APCKMeOH) 


40 


q, ,p 


MS : 373 [M+H] +, 
APCKMeOH) 


4 1 




MS : 357 [M-H] -. 
ESKMeOH) 


42 


°*« ^ CH, 

iys' h 


MS : 371 (M-H] -, 
ESKMeOH) 



[0 10 31 

nnm* 3 




tert-W ( 14- [5- -3 - (f'J7W>f 

;v) -iH-tf7 , /-^-i-'f^] 7^-;v| *>wt.*-}» (l3 0mg 

0 2 7mmo 1) W^if ^^n'JKTO (5 8nmg, 0. 4 

Ommo 1) *flJv*T\ £J6fflll 3fcW*^RJ6*fifv>, «L&A« t e r t -^f-* [ 

ffiiE# 2004-3104765 



#0 2003-357325 



5> I 43/ 



2 _ ( 14- [5- -3- (h'J7 

;i/^-n^^;v) - l H-t°9 l -4 ;v] 7x^;H *;v*~;v) *jw<*-h* 

^•^y-^=5 0 : l) tillfco f^fcM^St-^t^fyili: 
»*U y^-f-;vj--x;v*JDx.T»L^^ |ftats@^«L-CN- [2- <3> 
^W^y) -4- [5- ;V7x-;V) -3- (HJ7^n>f 

;v) - l H-t7 , /-;v- l ^>-if>x;v*>7 5 (9 8mg, 7 4% 

MSI4 5 3 [M + NH4 ] +, APCI (1 OmM-AcONHi /MeOH) 
[0 10 4] 
fdfrFH 4 
(1) 



5 _ (4-^f;i/7x-;V) - l-7i-^-3- (f'J7*tn>ffl/) -1H-H 
(o. 9 9g, 3. 3mmol) O^nnW (5. 0ml) IH'^ol 
^(4 36ml, 65. 5mmol) Z^M^ia*.. 2 4^M«fftfc. 

^nvF^7^ - (^^r^-> : Ifs®tx-^v= i o o : o-*8 o : 2 o) -cttftU 2 - 

[i-7x-;v-3 - (f'J7^n^f;v) - 1 H- V-fr- 5 ->f 
s<>^yX)V*-)l<?ui) F (1. 1 7 g, 8 9 %) Ut#fc 0 
MS :401/403 [M+H] +, APCI (Me OH) 



2 _^ ;V _ 5 _ [! -;v_3 - (Hj7)Vtn^f^) - 1 H-tf9 

5 _^] /<>^>x;v*-;^n'JF (lOOmg, 0. 2 5 mm o 1 ) <0T H F ( 5 
0ml) iliCMT, 3 0 %7>^~77jt (2ml) *Mz-?Zo mU~? 4 B#TO*£ L 

o • i o-o : l oo) till, 2 5 - [l-7xz;v- 3 - (hV 7/1/* 
n^f;V) -lH-tf^V-^-S-'f^] ^>^>^^>75K (8 6. Omg, 9 
0%) LT#fc 0 

MSI3 8 2 [M + H] + , APCI (MeOH) 
[0 10 6] 

nnvii 5 




[0 10 5] 



(2) 




so 2 ci 
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44/ 



$mmi<nit&m*mmwi 4 (1) (2) tiwi^^^s.^m-r^^^^J: 1 ? 

[0 10 7] 

[£1 1] 



XlkM 






4 5 


0 


MS : 396 [M+H] +, 
APCI<MeOH) 



[0 10 8] 

%mm 4 6 ta w 

l£SfcflI4 4 (1) ©M^»4 4 (2) fcH*fcRJfc • HHM-f&ZtKZ »K W 

[0 10 9] 
[*1 2] 





liTr'n r 




46 


H ,0 J^^f 


MS:426 [M+H] +, 
ESI 



^2 




[0110] 

mnw4 7 

o 2 °2 

UM V An 

F 3 HO I>CF3 

^C^bT ^^-"JAVf ")A (5 3. 2mg, 1. 4 mm o 1) ©TH F (3ml)_I 
»«K5- [5- (4-^f;v7x-;v) -3- (h'J7;Ho^f;v) - iH-^r/ 
_ ;v -i, 2-^>X^fVf77-^-3 (2H) -*>' 1, 

^•>K (I6 0mg, 0. 4mmol) * - 7 8 X. > U 4 B#K«# 

• 3 0-5 0 I 5 0) T?»*U 2- (t KnWf*) -4- [5- {4-***'7 
^ _3_ (h^^tn^f^) - 1 H-tf^V-^- 1 -4 ;V] ^O*^^^* 
>75K (7 7mg, 4 7 %) *B#fc Lt#/; 0 
MS : 4 1 2 [M + H] + , APC I (Me OH) 
[0 111] 

mmm 4 8 
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45/ 



o 

HOaC-VS, 

»°L I] 



Me 



iN 



1)(COCI) 2 



MeaNOC-^M-S 

H°C) 




CF 3 



2)NHMe 2 




* -^-CF a 



N- ( |4 - [5- (4-^f^7x-JV) -3- (>'J7;vtn^f ;v) -lH-tT 
9v --;V 7xi)i/| ^'J^^ (6 0mg, 0. 14mmo 1 

) o^nn^'/ (2ml) SltCttW^ (2 3mg, 0. 18mmol) 
*3.tmM?-;V*;VAT3 Kl**iD*., 3B#WSi#L*:o RJSifc**EEaH8U 
THF (2ml) 7X^T> 5 0%^Wr/*« (2ml) /fipB* 

(2mi) ^mwLKtfh-hnjLtzo mut 2 ftmmwviz&* mm^^/^K^ 

?A^nvf^77-f - (^^-9-^ :@fcm^^=8 0 : 2 0->0 : 10 0) t?ffisab. 
N ( 14- [5- (4->f-;V7^-;v) -3- (HJ7**n> 

f-V) — l H — 1° 9 V— ;v — l — -OK! 7x-;H *;v*-;v) W?K (5 5mg, 
8 6%) Srfftflcfc LT#£o 
MS : 4 6 7 [M+H] +, APC I (Me OH) 
[0 112] 

[0 113] 
[$13] 









49 




MS : 404 [M+H] +, 
APCKMsOH) 



[0 114] 

5 0-57 

[0 115] 
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^-s> : 46/ 



[*1 4] 









50 




MS: 404 CM+H] +, 
APClOvfeOH) 


5 1 


0 


MS : 380 CM+H] +. 
APCKMeOH) 


5 2 




MS : 346 CM+H] +, 
APClCMeOH) 


53 




MS : 418 CM+H] +, 
ESI 


54 


0 

II 


MS : 388 CM+H] +, 
ESI 



[0 116] 



ffi|E#2 004-3104765 
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^-y : 47/ 




[0 117] 

mmm 5 8 



H 

Me' N . 



O 

V«3 



MeO. 



MeOCOCI 



N 




CF 3 




Me' 

N _ (2-^f;V75^^f^) -4- [5- (4-^fiV7x^) -3- ( h U 7 
;V:tn> ^ ;l/ ) _ ! H -lf5^-;V- 1 ^^>^**>75 K (5 2. 0 m g 

0 12mmol) O^'J'^V (2ml) *«^nn**^fA' (16mg, 0. 1 
4mmo 1) *in*-*MH*Lfc. K&fttttfflMtU «»tVV*y*MA^7 

hi/9:7 ^_ (^*^> :mn^*-fl'=& o : 2 0-0 : 1 0 0) x-mULX, 
N _^ ;v _ |2- [ ( |4- [5- -3- (h'J7**n>f 

;v) _iH-tf9!/-;v-l-^^l 7x-^| *;p*-;v) 7?/] j^^I #;w<c^ 
-b (50. 4mg, 86%) ilfttL^fc, 
MS : 4 9 7 [M + H] +, APC I (Me OH) 
[0 118] 

nmws 9 



Boc 



H 

-N 



O 



MeOCOQ 



N" 





Me 



tert-W [2 - (tert-7h^>»^^TU) ^] (|4- 
[5- (4_^ W i^) - 3- (h'j7;vto^f;v) - 1 h-^^V-;v- 1 - 
«f;V] *;V*-JV) (8 7. 8mg, 0. l4mmol) fcfflv* 

tHSE# 2004-3104765 



mm 2003-357325 



^-v 5 ! 48/ 



(i6mg, 0. 14mmol) *fflV»T»« 5 8 fcn*fcKJE*'fTofc 

i^^;V=8 0 : 2 0-0 : 1 0 0) tSULt^f^ |2- [( 14- [5- (4- 
^f^ 7 x-;v) -3- (HJ7MD^f;u) -iH-e5V-;v-i-W;v] 7i- 
M *;V*~;V) 75^] if-^l #;W^-h (3 3. 5mg, 5 0%) LT 

MS°: 4 8 3 [M + H] + , APC I (Me OH) 
[0 119] 

$mm6 0 

(1) 



HO 



^>CP 3 Tfo ^OP 3 



T^^>M»T, 4- [5-KKn^-3- (h'J7^n^f A/) -lH-t?7 
^^-i-^^] ^y-tf>^;v*>75 F (2 3. 6 g, 7 6. 7 mm o .1 ) ^ 2, 6 
-y- t e r t-y^JV-4-p«^;vtf , ;> ? >' (2 4. 6 g, 119. 9mmo 1 ) <D*J 
?uu*?y (750ml) MMK. m&VV y * 9 (15. 5 m 

1 92 lmmol) £ - 2 0 ttiT Lfco CCfc^iftU Wftt3 0 WPlfc* 

&2 0 0ml *T*E*»Lfc- *Jft»*»RU*:*> ^nn^>t«»U 1- C 
4- (75;^^-^) -3- (h'J7;vtn^f;v) -lH-tf^V-* 

_ 5 _^;V i; yjvtv* 9 > (2 3. 6g, 7 0%) LT#/: 

I 1 1 4 - 1 1 5 V 
[0 12 0] 

(2) 

H 2 N0 2 S 



TfO 

x _ [ 4 _ y*;v*-;v) ~3" (> 'J 7^tD^f ;v) - 1 H - \£ 

j v -_;v_ 5 ;i/ >'j7JVtn^^>^;v*^-> (2 2 0mg, 0. 5 0mmol 
) i 4_^>/yt i lrt>-6-**a^ (108mg, 0. 6 0mmol) 
*Wa (3 4 6 mg, 2. 5 0 mm o 1 ) *3 J: Xf V 9 n n If * (b'J7x-W7^ 
» (70mg, 0. 1 Ommo 1) Sri, 4 -S***^ (3ml) T»» 

•ifxf;v=9 0 : 1 0 — 2 5:7 5) ^J:^^ ^^HPLCe»«U 4- [5 
- (2, 3-ytKO-l, 4-^/ymt>-6-'f*) -3- (HJ7Wn> 
^;V) - 1 H-tf9V-^~ 1 ^] T 5 K (I03mg, 48%) 

MS : 4 2 6 [M+H] +, APC I (Me OH) 
[0121] 
%WM& 1 
(1) 

ffifE# 2004-3104765 




2 003-357325 



49/ 



Me0 2 C^ir^C0 2 Me 
O 



HN 



NH 2 



HCl 



S0 2 NH 2 



W^l£y^co 2 Me 



1, 3 -r-fe h y V1J s yV— Y (1 
4-X^*V75 K7i-Mi K5y>Mi (17. 

7x-^] - 5-t^V-4, 
T>fex-h (12. 8 5g, 5 2%) LT#fco 
MS: 312 [M + H] +, APC I (Me OH) 
[0 12 2] 

(2) «i0y6o (i) fcrawcRifc 9. \>xT<Dit&m*mz 

[0 12 31 
[$16] 



3 . 8 g, 7 9. 0 mm o 1 ) t 
6 g, 7 9. 0 mm o 1 ) & 1 

T H F — fH&x.-T-A'-e 2 Hffitfi L 

p«f-;v j l - [4 - (75^ 
- i H - bf 9 V- ju- 3 - >f ;vl 



mm 






6 1 (2) 


.O^CHg 


NMR(CDC13) : 3.75 (2H, 
S), 3.76 (3H, S), 4.91 
(2H, S), 6.43 (1H, S), 
7.76 (2H, d, J = 9.0 Hz), 
8.06 (2H,d, J = 9.0 Hz) 



[0 12 41 

(3) mmm 6 0 (2) fcra&KRjS-&SI-t;&c:ifc<fc*K JSlTWfrfrW****:. 
[0 12 5] 
[$1 7] 



bum 






61 (3) 


0-CH, 


MS : 386 [M+H] +, 
AFClCtfeOH) 



[0 12 6] 

MMM6 2 

(1) ^»j6i (1) twimfcKj&'9im-t-2>z£K£*), &Tott&m*n?z 

[0 12 7] 



mgE# 2004-3104765 



#H 2003-357325 



^-S? I 50/ 



[XI 8] 



mm 




mm 








6 2 (1) 








HO 0 


APdOVfeCKO 



[0 12 8] 

(2) «M6 0 (1) £|WtfiKR)£ • Xm-t&ZtizX »K aTOfl!^l*ftfco 
[0 12 9] 



1X1 91 









6 2 (2) 


TfQ o 


MS : 365DVM33+, 
Ara(10rr£M-AcONH^OH) 



[0 13 0] 

(3) mnmeo (2) t mmz&m • urn-?* ztKz*), i^twm*#/:c 

[0 13 1] 



[X2 0] 



9UNM 




flit* 


6 2 (3) 


CI 


MS : 333/336[M+H]+, 
APCKMeOH) 



(4) ±ia (3) "cnhtiiz{t4tm**mi£i- y v v & twmz x *) mm* & Z t K £ *) 

[0 13 3] 



[X2 1] 







tttt« 


6 2 (4) 


CI 


MS : 317/319[M-Na]- ( 
ESI 



[0 13 4] 

^mm 6 3-67 

^wj6o (2) fcra»Kjsus • mm-tzz. tizx j^T^t^fc^fco 

[0 13 5] 



ffi8E# 2004-3104765 



8&m 2003-357325 



t-i? : 51/ 



im2 2] 









6 3 


0 n 

H 


MS : 407 IM+H3 +, 
APClCMeOH) 


64 


0 0 


MS : 396 [M+BQ +, 
APClOVIeOH) 


6 5 


o 0 


MS : 416/418 CM+K 






+. 

APCKMeOH) 


[0 13 6] 
[«2 3] 







mm 


66 


Aw, 

W F F 


MS : 412 DVHH +, 






APaOVfeOH) 








67 




M3:410 (M-«3+. 






APCKMeOH) 



[0 13 7] 

HS&0H6 8 
o 

NaBH 3 CN 

>-CF 3 

4- [5- (lH-^f>K-^-5-^^) - 3- (b'j7;vtn^f;v) -lH-tf 
^>/- ;V _ i ^y-tfyyWWl^T^ K (3 0 0mg, 0. 7 4mmol) Of^m 

ttiiE# 2004-3104765 





Hfcm 2003-357325 



^-v> I 52/ 



(4ml) mmz, Tkmik^TS^Vmi- HiW ( l 8 6 mg, 2. 95mmol) £ 

I 2 0-2 5 : 7 5) -C»»U 4- [5- (2, 3-^tKD-lH-r/K-;V-5 

_ 3 _ (Hj7A/tn^f^) - 1 H-t°7V~;V- 1 --f^] 
>7 5 K (1 5 5mg, 5 1 UT»;fco 
MS: 4 0 9 [M+H] + , APCI (MeOH) 
81 

o 

HCHO / NaBH 3 CN H ° 
CF 3 " _ >J^ CF 3 





N" 
Me 

zM£T\ 4- [5- (2, >K-^-5— f^) - 3- (hU 

7;i/*n^f-;t0 - 1 H- tf 5'/-^ - 1 -4 ^] ^>f^^>75K ( 1 0 2 m g 

0 2 5mmol) 0^;-)M3ml) 7fc«4fc'>T 7 * > 'J * ^ ( 

32mg, 0. 50mmol) *flO*.fclk 1 p H * 4 fc U V > 
(3 0%, 1ml) fciffliLfco R(DlR*M-C-lftat*l-fe^ *EE*»Lfco » 

• ftfifJV= 90 : 1 0 — 2 5 17 5) -CffifSL. N-^f-^- 4 - [5 - ( 
1 _^ ;V _ 2 , Kn-lH-f > K-;V-5-^f;V) - 3- (h';-7;V^n^ 

^;V) - 1 H- t: 9 V*-^- 1 -'OV] ^>-K'^^*>7 5 K (9 8m g, 9 0%)?: 

MS: 4 3 7 [M+H] + , APCI (MeOH) 
[0 13 9] 
»^B7 0 

H 2 N0 2 S~^ HaNOjSy^-R 





[!_ [ 4 _ (7?;^;^-^) 7x-^] -5- (4 f^?*-*) 
_ j h- tf 9 3 ->f ;v] 7-br- > (3 . 3 0 g, 8. 56mmol) ^)^^ 

(33ml) 2 N7tcM+ h'J7 (12. 8ml, 25. 6ml) 

inx, 3 05Mn*k**Lfc o KJS«***Plk «ffi**eu io%ti-»f^^n 
0 »aEtc^-9->*Jnit-ra^Lfc», «E**»U [l- [4- (7 5^;v^;v) 

7l -^] - 5- - 1 H-tf7V-;i/-3 --r;v] s^m (2. 8 

g, 8 7%) Ltffc, 
MS : 3 8 6 [M+H] + , APCI (MeOH) 
[0 14 0] 

%-mm 7 1 

[0 14 1] 



tBSE# 2004-3104765 



#11 2003-357325 



<*-5> I 53/ 



[&2 4] 









7 1 


0 o 


MS : 356 [M-H] 






ESlCMeOH) 















[0 14 2] 

£*0I7 2 

W^N^r-yNHj C F 3 C02H 

o - 



H2N02S 





7jt?£T\ 2- [1- [4- (T^*;v*-;W *7i-;v] -5- 
) _ 1 H -t°9 3-4*] 5 K ( 1 2 6 m g , 0. 3 4mmo 1 ) &£Tf 

try y> (1 0 8mg, 1. 3 6mmo 1) W^nn^^A (4ml) IIS^tKV'J 
7)V*uW%k (14 3mg, 0. 6 8 mm o 1) fcSTFLjfcft, MMrC~ Bfe^#Lfco K 

mm- 1 o %?mtti- y y * A****an*.fc3L 3 o^wasisu wm^*&/-&*ito 

7A^n7f^77-f - (^nn^A :^^;-^=30 : l-*20 : 1) -cffi^L. 
4 - [3- (->r;>f;i/) -5- (4->f*7xi*) — 1 H— fc?9 V— * — 1 f 

/O^yx^^VT^ F (2 0mg, 17%) «r»5fcfc LTfffco 
MS I 3 5 1 [M-H] -, E S I (Me OH) 



[0 14 3] 

%mmi 3 




C02Wle 



H2NO2S 



LiAlhU 




1- [4- (7? y*;v*-;v) -5- (4- 

! H-t:°v > /-;V- 3 -*;V**^-> V- h (55. 7g, 0. 15m 

. »»fc£&^***fc7>i'3 a (8. 54 

•) fcinx^o tg#^> ftBftJ.^* (500ml) *3J:t>'*. (500m 

*->^f-*) -5- (4 ->f-A/"7*-;i/) - l H-n°7V-;v- 1 
fl/*>75K (4 2. 8g, 8 3%) t«fiHT#fc. I^t:i7 
MS : 3 4 4 [M + H] + , APCI (MeOH) 
[0 14 4] 
%MW 7 4 



0 1 ) OTHF ( 1 
g, 0 . 2 3 m o 1 

1 0%^^*^o < 

1) £irax> 

4- [3 - (* Kn 

-4;v] 

3- 1 7 4*C 



HiiE# 2004-3104765 



$$m 2003-357325 



: 54/ 



H 2 N02S-^^ N 




SOC12 w^"- 




4 _ [3- (tFn^Wf;V) -5- (4-^f;V7x-Ji/) - 1 H— t:'7V-^- 
^>-H>^;l/*V7 5K (1. 0 3 g, 3. OOmmol) WTHF (20m 
1) MK^t^*-^ (0. 3 3ml, 4. 52mmo 1) *Mktz'&, 1 B#fiMM 

(*nn*;vA : ^y-;i/=5 0 : 1) -e»«U 4- [3- (^n^;v) -5- 
(4-^f;V7x-;V) -iH-tf7V-;v-i-^^] ^y-B^^^T? K (2 4 
2mg, 38%) [3- [ (4-?nD7*b^» -5- (4-^ 

;V 7l ^) - 1 H- tf7^-;V- 1 -'f ^] ^>^VXfl/*>75 K (4 5 7mg, 6 
0%) i^rfimBMt L~cntz 0 
4 _ [ 3 _ (^nn^fjV) -5- ;V7x-;V) -lH-t7V'-^-l- 

MS : 362/364 [M + H] + , APC I 
4- [3- [ 

tf 9 v*-;v- 1 ■ 

MS : 4 3 4/4 3 6 [M + H] +, APCI 
[0 14 5] 

mmm 1 5 



(Me OH) 

(4-^OD7"f^) ^;V] -5- (4-^^71^) -1H- 

(Me OH) 



H2NO2S 




BnOH 



W^N T OBn 




4 _ [3 - (^n^f)V) -5- (4-^f^7x-;v) - 1 H-tf9V-;v- 1 - 
>f;v] ^V-b'^;^V75F (9 0mg, 0. 2 5mmol) t^>^;VT;V3-;V ( 
8 1mg, 0. 7 5mmol) WTHF ( 3 m 1 ) MK7K*lt+> V *t ^ (6 0%, 3 
Omg 0. 7 5mmo 1) *tiQX-*'ik. -ttiilt^o RfS&£MJ^ 1 0 %& 

iLfco 59Mfc*->y *^*7A^nvF777^- (^^r-9-^ : f^m^^^=3 : 2^ 
l-i) T-iIt^^J:t:i^ 4- [3- [ (^>y;v**v) ^f-;v] -5- (4- 
^f;v 7l ^) - 1 H-tf9 V-;V- .1 ^>-tr>^;v^>T5 K (37mg, 

3 3%) L-C#£ 0 
MS I 4 4 8 [M+H] +, APCI (Me OH) 
[0 14 61 

mmm 6 

[0 14 7] 
[$2 5] 









7 6 


HP 


MS : 402 [M+H] +, 
APClOVteOH) 



[0 14 8] 



ffi|E# 2004-3104765 



9$m 2003-357325 



^-v : 55/ 



mmm 1 1 



W HBr W 

P " 



i- [4- (7 5^W-JV) 7x-^] -5- (4-^f;V7x-^) - 
2 H _ 1/9./-^- 3 _#;v^-> v- b (3 5 7mg, 1. Ommol) , 2-7u^E 
xf;V7r^|6S (2 8 7mg, 1. 4 Ommol) , N- K Kn#^V/I> V 77 
-;V(203mg, 1. 5 Ommo 1 ) , h 'J*f*7 3 > (0. 42ml, 3. 00m 
mol) Siin -a.*-*- 3 - (3' -^f)W7 5/7n^) #;v**v>f 
I (2 8 8mg, 1. 5 0mmo 1) ODMF (5ml) ftjttllt-ftjWU, K 

= 50:l-30:D -emU-fZZtlzX *K 4- [3 - (4, 5-^Fn-l, 3 
-#*-9-7->i/- 2 ->f ;v) -5 - (4-^f;v7x-;v) - 1 h-^97-*- 1 
;V] ^>"lf>^;v*>75 K (17 0mg, 4 5%) 
MS : 3 8 3 [M+H] + , A P C I (Me OH) 
[0 14 9] 
7 8 



H 2 N0 2 S^ n 




'OH 



•no, "»Oa- 



0 



4 _ [3- (tKo^^f;v) -5- (4-^f^7x-;V) -lH-e7 7-^- 
1-4/1,] ^>€>^;^V7n* (7. Og, 0. 0 2 0mol) fc_.Bfe^^^>( 
3 5g 0. lOmol) C5THF (14 0ml) lit* lHWilSt^o M 

fco »it*^J.^^J.—^^»*fl:U 4- [3-*;v^;v-5- (4-^f;v7x- 
;i/) — 1 H — tf 7 V— lb— 1 ^>*V^*>7 5 K (4. 8 g, 6 8%) «:» 

MS : 3 4 2 [M+H] + , APC I (Me OH) 
[0150] 
»7 9 

o. 



H 2 N0 2 S^~^ 




CHO 



NC_A 



OB H2NO2S 
OB 




CN 



4 _ [ 3 -*;v*;v- 5- (4-^Wx^) - 1 H - fcf 9 7-*- 1 - >f ^ 
ym**>T5K(3 4 1mg, 1. OOmmol) WTHF (4ml)»^ 
f-^ (~>7/ - h (0. 16ml, 1. 2mmo 1) & Z V * *) V & 

tert-7b*'>K (135mg, 1. 2mmo 1) tUl^ Sii'P-ftJWLfco R 

fc, WiLto »'>ny^*7A^n7f777>f- (^nn^;vA : ;* * y 
-)V=5 0:i-30:i) T?»«U 4- [3- [ (E) -2-^77^] - 5- 
(4-^f^7x-^) - 1 H-t?^7-;V- 1 ^V*>^*y7 5K (3 1 

6mg, 8 7%) »*tU#fco 

tBiE# 2004-3104765 



#fig 2 0 0 3-3 5 7 3 2 5 s<~Z? 56/ 

MS I 3 6 5 [M+H] +, APC I (Me OH) 
[0151] 

mmm so, si 

%mm 7 9 £ H«fcfcRJS& • «fe«+* £ * «K J^T^i«;#t. 
[0 15 2] 
1^2 6] 



mm 






80 




MS: 354 [M+H] + 
APClCMeOH) 


81 




MS ; 340 [M+H] +, 
APClCMeOH) 



[0 15 3] 

mmms 2 

4 - [3- [ (e) - 2 -~>ry if-*] -5- (4->f^7x-;V) -lH-n°7 
y-^.j-^V] /<y^>^;v*>75 K (2 5 0mg, 0. 6 9 mm o 1 ) £ 5 %^ 
^y^A^f (5 0 0mg) tf>^*y-;l/ (8ml) l^f&&7Rff#B^;T\ ifi^t- 

SI^y'j5tfy;i'*7Ai5'Dvb777^ (?dd*w :>^;-;i/=50 i 1-3 

0 : 1) -CffitllU 4- [3- (2-->T/if^) -5- (4 - ^f;l/7x^JV) -1 
H - tf 7 V- ;V-l-^f;V] ^>-1f>X;v*>7? K (16 9mg, 7 9%) ^*^L 

MS r°3 6 7 [M + H] + , APCI (Me OH) 
[0 15 4] 




4 _ [3-^;v?;v-5- (4-^f;V7x-^) - 1 H- M 9 V-JV- 1 f ;v] 
>^>^;v*>75 K (1 7 1 mg, 0. 5 Ommo 1 ) tT-V > (0. 0 5 5ml, 
0. 60mmol) WTHF (4ml) #«|:iath'J7-feh* 5 /**ft*9*thy 
•7 a (2 2 3mg, 1. Ommol) £Snx., RJSttfcjfcHfcfc*"*- h U -7 

=8L *JEE*i»Lfco SS^V*W7A^n7h^77^ (^nn*;vA : ^ 9 J 
-;v=5 0 : i-*3 0 : 1) T»»U 4- [3- (7-'J7^f;v) -5- (4-^f- 

miE#2 0 04-3104765 



#M 2003-357325 



^-v> 57/ 



;V7iZ ;v) - l H-tf9V-;V- 1 ->f;V] ^y€V7^*>7$K (15 7mg, 7 
5%) ^*tlt#fco 

MS : 4 1 9 [M+H] +, AP C I (Me OH) 
[0 15 5] 

+ /=< OMe 




4 _ [3-*;v=;v-5- (4-^f;v7x-;H -iH-if7y->-i-^H * 
^>^*V75K(3 4 1mg, 1. Ommol),0-^fKFn^^7^ 
(1 2 5mg, 1. 5mmo 1) ^iy f «t>'^A (7 9mg, 0 7 5 mm 
o 1) tDx-fS-fr (3ml) JsitfTfc (3ml) Z&^fc 3 B#^;MMi5fE L£ 0 £UE« 

A - ^^y-;v= 5 0 ! 1-3 0 : 1) T?*»U »4- [3- [ (E) - > * 

^f-;v] -5- (4-^*7i^) - i H-tT9^-;v- 1 -'OKI ^> 

€>^;^>7? K (f7^ ; 2 8 Omg, 7 5%) 33 J: OW*<Z> 4 - [3- [ (Z) 
- Cxb*W3>0 -5- (4->f;v7x-;v) - 1 H-tT 9 1 - 

-f*] s<W>Xfr*>T$. K (^; 9 3mg, 2 5%) 

4 — [3 — [ (E) — (>* b + '>-f57) -5 - (4-^fA'7x-;V) -1 

MS I 3 7 1 [M+H] + , APC I (Me OH) 
4- [3- [ (Z) - h*W3vO -5 - (4-^f^7x-;V) -1 



H - 1?9 V— ;v- 1 ->f ^] 

MS : 3 7 1 [M+H] 
[0 15 6] 

HJfcfll 8 5 

Hlfc«l8 4 fcRM&KRJS ' 
[0 15 7] 
2 7] 



+ , 



APC I 



(Me OH) 









1 8 5 


9 

H,C 


MS: 857 [M+H] +, 
APCDMeOH) 



[0 15 8] 

mmms 6 



HO 
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^-v I 58/ 



4 _ ( 5 _ > ^_ 3 -7 i -HvW-A'-4-'fJi') ^vO***-*** 
U K (2 0 0mg, 0. 60mmo 1) *THF (3ml) 7 8 tJKJfriPLfc 

o uOitCS- (-) -^n'j;-;v (I8 2mg, 1. 8 Ommo 1 ) =Sr*nx^m. 
Ifc^fcMKKU m»t?61*M«^Lfeo ft**** (8ml) £Jnx.> (3ml) 
. *v>TlMU*** (2ml) T?«S*Lfclfe, WHLfco «ltV'J*W?A^DV 
h ^r 57/f _ : ft^c?-;v = 9 : : 1) -C*M4U ( (2 S) - 1 - 1 

[4 _ ( 5 - > f ;v- 3 - 7 x -;v^f v ^ t 4 - ^) 7x-;v] *;v*-;v} 
H°nvy>'-2-^;v) (2 3 2 mg, 9 7%) *a#tLt#fco 

MS: 3 9 9 [M + H] +, APCI (MeOH) 
[0 15 9] 

mMm 8 7~io8 

mmm set mm^su& • Hum* a £ t &- * »k jaTo-fb#w*#^o 

[0 16 0] 
[S2 8] 









87 


0. 0 


MS : 330 [M+H] +, 
APCWMeOH) 


88 


0, 0 


MS : 359 [M+H] +, 
APdCMeOH) 


89 


0 Tl/ 1 ^ 


MS : 385 [M+H] +, 
APaCMeOBD 


90 




MS : 368 [M+H] +, 
APQCMeOH) 


9 1 




MS : 373 [M+H] +. 
APaOVfeOH) 



miE^ 2004-3104765 
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^-vl 59/ 



[0161] 
[«2 9] 









9 2 


/ — V 

tfTl 

o 




MS : 397 [M+H] +, 
APClCMeOH) 


9 3 


CH, 

0 




MS : 371 [M+H] +, 
APClCMeOH) 


9 4 


o" 




MS : 462 [M+H] +, 
APClCMeOH) 


9 5 


0 


.0 


MS : 403 [M+H] +, 
APClCMeOH) 



[0 16 2] 



ffifE# 2004-3104765 
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: 60/ 



[ft 3 0] 



mm 






96 




MS : 373 DVB-H3 +. 
APClCMeOH) 


97 


H 0 


MS:373 DVHH] +, 




APaOVfeOH) 














98 


V 


MS: 419 QVf+H] +, 
EST 


99 


HO- 


MS : 389 QVMt) +, 






ESI 














[0 16 3] 
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: 61/ 



[3£3 1] 











OH 




100 




MS:S87 fMtfD+, 




ESI 








101 




MB : 387 DVWH +. 
ESI 


102 




MS : 385 DVHH] +, 




ESI 









miiE^F 2004-3104765 
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^--Jl 62/ 



[0 16 4] 
[*3 2] 









103 


Ox 

•V 


MS:447lMf-H]+, 
ESI 


104 




MS: 421 QVMC+, 
ESI 


105 


\, 


MS: 401 [M+-H3+. 
ESI 



[0 16 5] 



tBfE# 2004-3104765 



2003-357325 



: 63/ 



[«3 3] 









106 


H 0 


MS : 387 DVH-H] +, 
APClOWfeOH) 


10 7 


H o 


MS : 373 CM+H3 +, 
APClCMeOH) 


108 


0 0 


MS : 407/409 CM+H] 
+, 

APCICMbOH) 



[0 1 



6 6] 

10 9 



op 

HO~^N :Sf 
H 




HO^ 



NaOMe 




N— [ (1R) — 3 — 

o 1) (3 
«£, 0. 5 1ml, 0. 

- [ (1 R) - 3- tF 



£ Kn^->- 1 f^7*n tf;i/] -4- (5 3 - 7 

4-^;!,) /^v>tf>^jV*>7 5 K (lOOmg, 0. 2 6mm 
ml) fcfctfU tHJ^f?-!" (0. 5M**y-;W£ 
2 5 5mmo 1 ) *£»T?»l;t"r 1 Ofl-WSltfUfcfc, 

n^iz-l-^fiV^neiV] -4- (5-^f^-3-7i- 
^f;v) /^>-lfy^;i/*V7 5 K • i- V V (9 6mg, 9 8 



%) *@#i:LT#fco 

MS : 3 8 5 [M-N a] -, ESI (MeOH) 
6 7] 

110-113 

mmm 109 1 • &s-r* ^t^i^ jrF©ft#»*&fco 

[0 16 8] 



[0 1 



ffiiE#2 004-3104765 



mm 2003-357325 



^-y : 64/ 



ims 4] 









110 


- 0 


MS : 371 [M-Na] -, 
ESlCMeOH) 


1 1 1 


dH, o" TM1/ CH « 


MS : 371 [M-Na] -, 
ESlCMeOH) 


112 


dH, o" ^TjL J** 


MS : 385 [M-Na] -, 
ESlCMeOH) 


113 




MS : 373 [M-Na+H] 
+, 

APOKMeOH) 



[0 16 9] 

%mm 1 1 4 




Me 2 NH 




tert-^ ( 14- [3- (4 -^n^7 
;V/ _ 4 _^;V] #;W^-h (4 5 0mg, 1. 14m 

mol). f'JX (^yy'jr/T^h^^) ^y^A (HOmg, 0. 12mm 

;v(90mg, 0. 2 3mmo 1) , th'J^A t e r t-^h^K (2 2 Omg, 2 
2 9mmo 1) Ob)H> (15ml) fij»«^ W5>OTHF»« (2M, 
2 9ml, 5. 8 0mmo 1) ^iMx^ if U 0tCMU2 0 W 

5 : 5->5 o : 5 o) -efitmu 4- 13- [4- (^w^;) -7^~;v] -5- 
pt?-;W y^^y*-;^-4--f;H -N->f A"<>"K>^**>7? K (I5 4mg, 
4 7%) Zmfct Lt#f; 0 
MS : 3 7 2 [M+H] +, A P C I (Me OH) 
[0 17 0] 

%nw ii4t • ftsa-r * £ & * & * vxT<Dik&m*^o 

ffifE# 2004-3104765 



#0 2003-357325 



^-V: 65/ 



[0 17 1] 



[M3 5) 









115 


q,,p 


MS : 358 [M+H] +, 
AFClCMeOH) 





4- [3- 

7 . 5 mm o 
0. 1 8 g, 



K (3. 7 0 g, 9. 4mmo 1) > 7* h -*7* h > (4. 4ml, 3 
1) (10 0ml) li*Kp- f^xy^)l/*y»- Tfcft^ ( 

0 9mmo 1) fcM^iniiLfcfc. Dean^tark*#«#*JR9 



$*p**g*U 1 5BlttiIiL^o Jfeifrfc. (l 0 0ml) * 

Jnx.> *JBUttt*T«fel§M*^ «flrctt*U *JE**&Lfco mt*fV*r 

^7A^D7^57>f- :Sfif^=2 : 1) T»«U 3- (4-^ 

n*7;n.~;V) -4- 14- [ (2, 5-^f^-lH-^-^-l-^) 

7x -;l,| - 5 - ^ V V*- )V (3. 1 1 g, 7 0%) *l#fc LT#fc 

MS : 4 7 1/4 7 3 [M + H] +, APC I (Me OH) 
[0 17 3] 
1 1 7 

i 




2) TFA 




HO 



3 _ ( 4 -^7x^V) -4- |4- [ (2, 5-^f^-lH-en-^-l 
--f;v) j*;v*-;v] 7x~;v} -5->WVW-* (2 0 0mg, 0. 4 2m 
mol) hU* (y^^'JfVT-tfV) ^7y^A (40mg, 0. 04mmo 
\)\ 2-^nA^W7^-2' - (N, N-^f^75/) ^x^V 
(35mg, 0. 09mmol) *J J: tf&BMr "> * A (280mg, 0. 86mmol) 
<D1, A-^Jt^^y (4ml) &£&t e r t -?+frT**-& (2ml) «ft 
N _' (2 b^r->a.^;i/) >f;vrr/ (6 0mg, 0. 6 7 mm o 1 ) £ ^iS"C;tJD x. 

ij*^*9A^dvh^7-f- :I£lP^;v=9 5 : 5-*6 5 : 

ffi»U HfrfcWfco COHflc* 7/u*n»HI (3ml). tK (lml) Km 
6 0tC»U6lW»Uo Jfc*^ K6**l&»Mr* (2 5ml) ft 
Sxf^itHL^: (3 X 1 0ml) o MiffitS*^A*S*-eifeiiM&L =£ffiT??£*U M 
ffi«M6Lfco »v' , J*W5A^ ov ^77^ (^*^> :ft»^^=9 0 

tblE# 2004-3104765 



3 5) t 



mm 2003-357325 



^-y : 66/ 



: 1 0-3 0 : 7 0) t«SL, mmntzo (0. 5ml) »8i 

^Nmm-i'^^Mt (2. Oml) ^^-eijnl^^ 2 0M#U:o KB 
MIL4- (3- 14- [ (2-^*->^*) 7 
5 -;*^;W y ^^->/_;v_ 4 ->f ^y-tf >^.;i/*>T 5 K • mMm. (9 2 m g, 5 

4%) £@#:£LT#*:o 

MS I 4 0 2 [M + H] +, APC I (Me OH) 
[0 17 4] 

118,119 

mmm 1 1 7 1 mm.K&m • t&mt&z t k x d > pir^i^nto 

[0 17 5] 
[3c3 6] 









118 


CH, 


MS : 426 [M+H] +, 
APClOVfeOH) 


119 




MS : 386 [M+H] +, 
APClOVfeOH) 



[01 7 6] 

H»J 1 2 0 

1) BocNH 2 



2) Ha fY** H 

3 _ (4-^o^7i-;i/) -5->f^-4-7x-MV^ft7-^ (2 0 0mg 
0 6 4mmol) . h'J^ (^>yjf V7*h (6 0mg, 0 

oVmmol) , 2-*V*n^*****7-r>'-2' - (N. N-^W^ 
) tf7x^;V (50mg, 0. 13mmol), t e r t h (115 

mg , 0. 9 8mmol) Oh^xV (5ml) «»«tth'JfA 7*^">K(1 
15mg, 0. 99mmol) ^ * * * x-^.TOT. 100°CK 

•||jfjV=9 5 : 5-7 5 : 2 5) £Ol#t4Ntti-^ 
4-9- >W (5ml) fc»fl*U IStl 6^FMm#L/co KfcWL^mvgMfc (5 0m 
1) ftixf;K*aWLf; (3X1 Oml) 0 ttffift**StfD&&*"eifei£^ 

lif;i,= 9 5 : 5-5 0 : 5 0) [4- (5-^f^-4-7*iWV* 

•g-y-;v-3 ->f *) 7i-;v] 7r/ (H6mg, 7 3%) *@#tu#^ 0 

251 [M+H] +, APCI (MeOH) 

fUiEijf 2004-3104765 




#0 2003-357325 



^-v> : 67/ 




4 _y n c E _5_ >f; v_3-7 I -HVW-^ (2 0 0mg, 0. 8 4 mm o 
1 ) , 4-7-bf;V7x^;V*<>i (2 1 Omg, 1. 2 8 mm o 1) . v^nntf* ( 
h i; 7jl-)1>*X7 4 >) JivVtrJ* (6 Omg, 0. O9mmol)0>l, 2-=J*Y 
**y^?y (5m 1 ) mmm^$m.1- ^ 'J ^TfciM (2M, l. 3 ml, 2. 60 mm 
o 1) *£i&-Cin -*"f ^n^x-yjHStT. 1 0 0ti:MU2WWL 

2-6 5:3 5) «U 1- [4- (5^f^-3-7x-HVW-A'-4 
-4;v) 71-^] x-9J*y (18 9mg, 8 1%) £&#fcLT#fco 
MS: 2 7 8 [M+H] +, APC I (Me OH) 
[0 17 8] 

%mm 122-134 

[0 17 9] 



miE# 2004-3104765 



#M 2003-357325 



: 68/ 



[&3 7] 







mm 


122 


6 

0 


o 


MS : 252 [M+H] +, 
APGKMeOH) 


123 


C 


0 


MS : 278 [MHO +. 
APCHMeOH) 


124 


0 

c 


1 « 

JTp 


MS : 251 [M+H3 +, 
APCWMeOH) 


125 


0" 


if*] 


MS : 281 IM+H3 +, 
APGKMeOH) 


1 26 


( 


JTjd 


MS: 278 [M+H] +, 
APGKMeOH) 



[0 18 0] 



ttiSE# 2004-3104765 



#M 2003-357325 



[363 8] 









127 


fjf HCI 


MS : 281 CM+H] +, 
APClGVfeOH) 


128 




MS : 252 [M+H] +, 
APCI(MeOH) 


129 




MS : 293 DVMtl +, 
APdCMeOH) 


1 30 




MS : 279 CM+H] +, 
APClCMeQH) 


13 1 




MS : 261 CM+HI +, 
APdOVIeOH) 



[0 18 1] 



fchfE# 2004-3104765 



#M 2003-357325 



^-y : 70/ 



[*E3 9] 











0 




132 




M3:280 [M+H] +, 




APClCMeOH) 








133 




MS : 266 [M+H] +, 






APClOVfeOH) 


134 




MS :266 [M+H] +, 
APClCMeOH) 



[0 

IE 



18 2] 

13 5 



HO2C 




HO^ 



NH 2 




4 _ (5->f)V-3-7xiHvH , /-;>-4-'f;i') 2cJM8fe (lOOmg, 
0 3 6mmol) , N-tFn^f^^y>^F (7 2mg, 0. 3 8 mm o 1 ) * 
DMF (3ml) l-i*-*-3- (3' -^f JV75^nb>) 

^5K«i*(4 5mg, 0. 3 9mmol) %0ft?JH^ «*lc*}IICRLtjn? 

-mt&Ltio ****** (1 0 om 1) *mx., tmttfc&zvfczwfr^ m*m 

DMF (3ml) fc»»L-7 8TCH^#U H<Dfef&fcS -77-^-^ (3 0mg, 
0 4mmo 1) *Sn CilCK L£*aT-*&*# Lfco RffiiRfcftR-**- 

;v (2 0ml) **nx.l *-C«fei£U *«8Lfco MEt^U*^ 

fc^A^nvh^??*- :^m^^=9 5:5-8 012 0) -CfMRU 

N- [ (IS) - 2 -fc Kn**>- 1 - ^f;vxfjk] -4- (5-^f^-3-7x^ 
;W V^-^V-^- 4 ;U) ^>X75 K (10 5mg, 8 7%) LT#£o 
MS : 3 3 7 [M + H] +, A P C I (Me OH) 
[0 18 3] 
niMM 136-148 

mmmi 3 5 1 iw^rje ■ - t n .t *k aT©Mi*#/:. 

[0 18 4] 



tb|E# 2004-3104765 



mm 2003-357325 



: 71/ 



[fft 4 0] 









136 


0 


MS : 279 DMMD +. 
APaOVfeOH) 


13 7 


0 


MB : 295 CM+H] +, 
APClQVIeOH) 


138 


0 


MS : 337 [M+ffl +. 
APClCMeOH) 


139 


0 

h LJIa" 


MS : 323 1M+H] +, 
APCKMeOH) 


140 


H - Ml ,°i 


MS : 337 (M+ffl +, 
APCKMeOH) 



[0 18 5] 



tBSE# 2004-3104765 



mm 2003-357325 



^-y : 72/ 



[«4 1] 



mm 






141 


CH, 0 


MS : 337 [M+H] +, 
APCKMeOH) 


142 




MS : 336 [M+H] +, 
APCKMeOH) 


143 


H 1*11^7^ 


MS : 351 [M+H] +, 
APCKMeOH) 


144 


h LJL/^ 


MS : 399 [M+H] +, 
APCKMeOH) 


145 


CH 


MS : 363 [M+H] +, 
APCKMeOH) 



[0 18 6] 



mH#2 004-31 0 4 765 



#M 2003-357325 



^->>: 73/ 



2] 







mm 


146 




MS : 867IM+H1+, 
APCKMeOH) 


147 


0 


MS : 351[M+HI+, 
APCKMeOH) 


148 


o 

V 


MS : 28CJM+HI+, 
APClOWteOH) 





3 - 
, 1 5 

m 1 ) 

if £ 
4- ( 
m g , 
MS : 
[0 

m 




(4-/n*7x^) - 5 -^^^V- 4-7i-iHVW-^ (5 . OOg 
9mmo I) > ->7V« (1. 8 8 g, 16. Omrao 1) „ tF9^ ( 
c^;i/**7-f » ^7vfA (1. 8 5 g, 1. 6 Oramo 1) <DDMF (8 0 
.&m%L*-? >T * n * - t*I#T, 1 7 5ti:MLt 5«-M«#Lfco 

ij ^y;V579A^n-7h^9-7^~ (^*^ : ft«^^=6 I 1) "FffiWkV, 
5 f 4 _ 7l - m y^ft/-;v- 3 - 'f ;v) ^'/-bV* (2 

7 1 %) *»5fcfc ItHfc. 
261 [M+H] +, APCI (Me OH) 
18 8] 
15 0 



9 5 



KOH 




NC ^_ ( 5 -^^;i,_4 H - C 7^-;v^y^-9-v*-;v-3-^;v) "OV-H;* (2. o 
0g, 7. 7mmol) tt*jt^b*V7^ (2. 4 0 g, 42. 8mmo 1) ©1- 
^n;V-;v (50ml) 1 4 B*Win«k*«EL;fco KJE&«*Jfr*!fk 

a : **y-;v=i o : l) 4- *»4-7xaMv W-^ 

-3->f;V) Sill (2. 0 1mg, 9 4%) *»5fci: LTfcfco 
H] ESI (Me OH) 



MS : 2 7 8 [M 
[0 18 9] 



ffiSE# 2004-3104765 



#H 2003-357325 



^-y : 74/ 



15 1 




Br"~ 



O^O 




_^ ;v _ 3 _7x-h y*-^y-;v- 4 --if ;v) 7x^-^ (1 5 Omg 
mmo 1) £DMF (3ml) fc»#U 6 0 %**'fb+ MJ * A (2 7mg 
mmol) 10^ 2- (2-^*x>^/) r h 7 

-fcf^y (13 7mg, 0. 6 6mmol) &^z&-?;&Dx-> ~ IfeftJfcLfco R 

(2 0 0ml) *im*., *T^^L*m> i CWCK«Lfco 
ttt->iJ*W5A^D'7l>/?7'f - (^*-9-y : Ifcltx^;]/=9 o : 1 
3 0) X~mM1rZ> ZtK£V)^ ^-3-7x-^-4- |4- [2- 

Kn-2H-tf?>-2->f ^>*~>] ^v^t^-;v 

g , 6 2%) *MmotLx&t:o 

0 [M+H] + , APCI (MeOH) 
0] 
5 2 




CF 3 C02H 



HO 




5 _^ f - ;V _3_ Vjl -;V_4- |4- [2- (fh?tKn-2H-e5>-2-'f 
;V**~/) Jh^>] 7x-;i/| 4 V*-*v*-;V (1 4 Omg, 0. 3 7 mmol) £ h 
!j 7J Hn^ (4ml) fci£fl|U gift"? 6 B*H*#L;fco RKB*4r*»lfe^ 5*aE*'> 
ij»m?A^n-7h/?7'f - (^•frv :»9E^^=9 o : i o-o : i o o) 

J: «K 2- [4- (5-^fJV-3-7x-MVW-^-4-^ 
;V) 7i;^v] jn^y-;v (5 2mg, 4 7%) tt#^ 0 
MS : 2 9 6 [M + H] + , APCI (MeOH) 
[0 19 1] 

nam 1 5 3 

OMe OMe 
NC_;k H 2 NOC 

KOH 





HJ;i/ (1 0 9mg, 0. 3 7 7mmol) Oter t-T^y-^M (4. 0ml) 
IHOfcSMt* U *A (I9 7mg, 3. 5 0mmol) fciPx.. ^$L&# ? £> 

jpk«L^o Rjs*tm iscfpjt«**an^. s»xf^-caajtfc 0 ** 

txf;i/= 1 : 2) 2-^ h*V-4- (5-^f^-3-7xxH 



> : ft 



y*-;v- 4 
MS : 3 0 
[0 1 9 
3Mfc«l 



^>X7 5 F (2 
9 [M+H] +, APCI 
2] 
5 4 



7 3m g, 7 3 
(MeOH) 



2004-3104765 



!&m 2003-357325 



<<*-i? : 75/ 



[0 19 3] 

[i4 3] 









1 54 




MS :S09 [M-HE33 +, 
APClCMeOH) 



[0 19 4] 

1 5 5 



HzNOC. 




5K(4 5mg, 0. 14 6 mm o 1 ) K&ftW V — ?7 J* (2 7 0mg, 2. 3 4mm 
o 1) fcill*., &f£Lfcj&*<b2B£Wl 9 0 , C-e»L/to RJfc»fc;jc*i]Dx.'Ctf*lU Sfc 

^>'J*W7i^7^77-f - (^*^> : ft»^f L A/= 1 : 1) "CttRU 2 

(5 -^;v-3 -7x-H v^-9-V-;v- 4 ^>Xt5 
K (3 4. 9mg, 8 1%) *H#fc LT#fc 0 
MS : 2 9 3 [M-H] -, ESI (Me OH) 
[0 19 5] 
1 5 6 




5 _^ ;l/ _3 _- 7 ^-;v_4_ (4 f 4, 5, 5-f >7^f^-l, 3, 
^fsKn7>-2-'f^) 'fV^^V-JV (6 0 5mg, 2. 12mmol)> ^-^n 
^_ 2 -^]>^'>/^/-h , J^ (3 0 0mg, 1. 4 15mmol),SI^7^7A 
(31. 7mg, 0. 1 4 2mmo 1) , 2-^^QA^i/^7^-2' - (N 
N _i;^f.;V75y) lf7i^V (lllmg, 0. 2 8 3 mm o 1 ) , V ^Ift* U * 
A (9 0 lmg, 4. 24 5mmo 1) (7. 0ml) Mi§?££> 2 4 ftHQftl 

^lf;V=3 : 1) t*f»*U 2-> >*~>-4- (5->f^-3-7x-HV*t 

4 -^f ;v) ^vV-hV;v (188mg, 46%) £@#£:L-C#£o 
MS : 29 1 [M+H] +, AP C I (Me OH) 
[0 19 6] 

mmm 1 5 7 

hwj 1 5 e tiwi«nES • nm-rz ztizxv), aroft^tufc. 

mSE# 2004-3104765 



mm. 2003-357325 



^-v>: 76/ 



[0 19 7] 
[3U 4] 



9)OkM 


Wis. 


MM 


157 


CN 


MB : 291DVBE0+, 



[0 19 8] 

1 5 8 




1) NaOH 




2) SOCI 2 

3) HO^^NHz 

.^ ;V _ N _ [ 4 _ (5-^f;V-3-7x-;V'fV^tV-;V-4-'f;V) ^>VM 
;v] f(138mg, 0. 39 mmo 1 * (1ml) 1 

NTfcmifc?- b V * AzK»fc (9 4 5^ 1 ) 2 ^TO^L/co RtSifc*«ffi« 

^5/^A-C?g»U #ffi**BLT, N- [4- (5-^ff-3-7x-HvW 

> &ffc*-*-/W*in*.T2l$m««Lrt:o RJfcifc*»*IIU ^DD^r/ (2ml) £ 
«U 3-7?y-l -yn/V-)l/ (59mg, 7 9 mmo 1) ^ >Jji^-;VT5 ^ 
(8 0mg, 7 9mmol) <OV9 n n * * 7 8 TCT?«ST U SfcfcMfiT?- 

i»*#Lfco Rj6ifc***U £i:fcJ:!K N- [ (3-tKn^>yo 

t°;i/T5y) a/m?-/^?^] - 4- (5-^f;v-3-7x^;v^v^ty-;v-4 

— )V) s<> XT < V (5 6 m g , 3 
MS : 3 9 4 [M+H] + , APC I (Me OH) 
[0 19 9] 
15 9 



h 2 no 2 s 




co 2 H 



H2NO2S 




NHBoc 



1- [4- (75 y x;i/*-;v) 
3 -*^#^H (2. 1 
1.55ml, 7.2 mm o 1) , l> 
e r t -?9 J-* (3 0ml) ^ 

into Rmmzim&, mm*- 

-75;^ 7x-;v)-3- 
4-^f;i/7x-;v) — 1 H — tf 7 
MS : 4 2 9 [M+H] +, APC 
[0 2 0 0] 



7 X ;;v] -5- (4-^f;v7x-;v) -lH-vf 
4g, 6mmol) . ^7x-;v^*-^7y K ( 
ijxf;V7 5 > (1.00ml, 7. 2 mmo 1 ) <D t 
1, 4-^t#t> (3 0ml) it*16mFI» 

^y-;i/=5 0 : 1-20 : 1) -e^SU i-(4 
- ( t e r t -7*h+y*n/^-;V75/) - 5 - ( 
y'-;v (5 6 9mg, 2 2%) tl#i:Lt#fco 
I (Me OH) 

mSE# 2004-3104765 



$&m. 2003-357325 



i—y : 77/ 



mm 1 6 o 

H2N02S O^N- N ^NHBoc 



H 2 N0 2 S 





NH 2 



1 _(4_ 75 ;^ W -jV7x^)-3- (t e r t ^) 
_ 5 _ (4-^f^7x-^) - 1 H- tf9V-;V (5 1 Omg, 1 . 1 9 mm o 1 ) O 
*nn*/UA»tfc (5ml) K h V 7^tnftt* (2ml) iDitWlfco 

i^W^ k K * 9 3 -7 5 J - 1 - (4 -7 5 ^ |*-*>- 5 - (4 

-^f;V7x-;v) - 1 H-tf7y--;v (2 9 5mg, 7 5%) *mfct LT#^o 
MS : 3 2 9 [M+H] +, A P C I (Me OH) 
10 2 0 1 ] 
16 1 



H2NO2S 




H 2 N0 2 S 




3-7?;-l-(4-T5^^-^7x-;V)-5- (4 -^fJV7x-Jl') -1 
H-e5'/-A- (66mg, 0.2mmol) P*(2ml), 4 8 %HBr7jcM (1ml 
) *U0*fco *6*fcffiWBH-l*y*A (17mg, 0.2 4mmol) ^*»*<°- 
5ml) . T-feb-HJ* (2ml) **#TilI;U 1 0 4MJH*Lfc. #fe*Lfc£0&«k 
CuBr ( 4 3 m g , 0.3mmol) 048 %HBr7fcM ( 0 . 5ml) *MT?Jll*.fctk 

07^77^ (^nn^vA : ^^y-;v=5 0 : 1) -e»»U 1 - [4- (7* 
7*-*] - 3 -7n*-5- (4 ->f ;V7x-;V) -lH-tf?V- 

;v (3 3mg, 3 9%) **§fco 

[M+H] + , APC I (Me OH) 




2 _ (4_7- n ^7x^;v) - 1 -e'J 3 --f > (8. 0 0 g, 27. 

5mmo 1 ) , tft KD^7 5V (2. 0 0 g, 2 8. 8 mm o 1 ) . &Bfcfc**- 
hV ?A (2 4 5 g, 29. 2mmol) <r>x.9 J-fr (7 0ml) *3 J: 7jt (10m 
1) 6 0"CKlnlfcL4:**e»3l*M«»Ufc o »«6*»*tT*e>»«EK»« 

•>ij*W7A^o7|-^7^ (A^ty:Kiif^=i : 1) ^»«t4ii 
(:J ;^ 2 - (4-7*n^7^-;V) -l-fcry5»-3— f**-*^ **3/A (7 

9 5 g, 9 4%) ^tU#fco 
MS: 291/293 [M + H] + , APC I (Me OH) 
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^—27: 78/ 





1) LDA 

2) Ac 2 0 



2 _ (4-7'nt7xiJV) -i-]£i)*;>-3-'tfi'X-*S> **^2± (4. Og 
1 3. 7mmo 1) *THF (40ml) fc*»U -SOtKTVf *A'^V^n 
K>T5 K2mo 1» (A7T//THFAfM^«) (15. lml, 3 
0. 2mmo 1) t»TU. *IT*. K****- 3 0 TCIC Lfefclfe® (1. 55 1 
6 4mmo 1) *-*ICill*.«tt* 1 MS*** B6**l»x^«'/*KftV^. 

nv ^77^ (A*fy:»»xf^=i : l) -e*HW*£ tizx *k 4- (4- 
^o^7^^;V) -5-ptf^-3-^'J^>-3-f^-4, 
_ ;v _ 5 _^_;v (2. 5 4g, 5 6%) *»*i:L-C»fco 
MS:3 3 3/3 3 5 [M+H] + , APC I (Me OH) 
[0 2 0 4] 
(3) 

^OH 





4 _ (4-7-d^7x-JV) -5-^^;V-3-t?U^>'-3--f^-4, 
n-fy*W-*-5-*-^ (2. 5g, 7. 6mmol), p -HVx>^;V*> 
St-^flfe (1. 7 g, 9. lmmo 1) , <0*9J-* (2 5ml) 2 4 H# 

^nvh^7^ (A*ty:ftiiffl/=3 : l) t»*U 3- [4- 

n^7^-;v) -5->WV**t7-^-3-'fA'] tf'Jv'V (1. 9 g, 7 8% 

MS : 3 1 5/3 1 7 [M + H] +, APC I (Me OH) 
[0 2 0 5] 

(4) 

NC^?\ HO2C, 

HCl 





HCl 



±IB (3) X~nbtLtzft4t®*$£)foW 14 9 tmU<OEU& • %M*trofc&* 1 
5 0 izis^Xfrmit* U *A©ft*>9 K6N****Jflv»-CRI*fcKiS • Militia 
4-(5-^f-;v-3- (3-tfUi^;v) -f V 4 ->f ;v) SfcM'B*** 



MS : 2 7 9 [M-H] -, ESI (M e O H) 
[ 0 2 0 6 ] 

[0 2 0 7] 
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[*4 5] 









163 


HO 

n 


MS:426DVfrH]+, 
APQCvfeOH) 


164 


o 

— N 

\ 


MS: 411 DVH-H3+, 
APaCWfeOH) 


165 


n n 


MS:424DVMO+, 
APQCMeOH) 



[0 2 0 8] 
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6] 







■saw* 


16 6 


0 0 


MS : 327 [M+H] +, 
APClCMeOH) 


16 7 


0 o 

(J 


F 
F 


MS : 424 [M+H] +, 
APClCMeOH) 


168 




F 
F 


MS : 410 [M+H] +, 
APClCMeOH) 


16 9 


CI 




4D8/410 [M+H] + 
APClCMeOH) 


[0 2 0 9] 
[*4 7] 









170 


o'"6 


MS : 316 IM+H1 +. 
APCKMeOH) 


171 


o.P 


MS : 831 QSt+H] +, 
APdQVfeOH) 








1 72 




MS ; 296 [M+H] +, 
APCKMeOH) 
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^-V : 81/ 



IW 1 7 3 : v^ - 1 ^ • • ">t JV • ^ ^ f 'i - (J.Med.Chem.) , 4 

om, 1347-1365 mz.&n<D{k&m 




[0 2 11] 

nwmi 

^•9-^ 0M2.Okg~3.5kg) ^e,*WUfc»tt*llC"feK**tfc^ V:7*!£#i£(118mM 
NaCl 4 7mM KCK 2.55mM CaCh^ 1.18mM MgSO-u 1.18mM KH2PO4. 24.88mM NaHCte&tfl 

ft L iz o »Jt3fcfc b tz n& -C> * * # > ><* ft K * V * A * * y 10 *K**30mM i: * 

•^tiWI$©W$^IW^L, *U»©flUB»i3M**5 0%fc&&53 (I C 
so) (,uM) ^WflS-frW^I Cs 0 4M6BB (/«M) **1 K^xLfco 4 

A. B# J: tfC©*&BfcmT<0a 3 ^M^C> 1 M M*B>0. 5^M^ 

A 

[0 2 12] 
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[&4 8] 





ic 50 ilSiaffl 


2 9 


c 


mnm 4 5 


c 


4 6 


c 


5 1 


c 


%vm 5 9 


c 


1 1 5 


A 


124 


c 


13 6 


A 


ykmw 14 1 


A 


1 4 6 


C 


Xftffij 15 2 


B 


mmm 155 


C 



1 3] 



[0 2 

Hifclfll 2 

ftftKli. #112 0 0-3 0 0 g©SD*«tt?* b O- 1 2 M» 

^ y 7 ^ _ y 3 v # > y k5ms l^o $ e» e> jfiLBEfij^ffl * - » - 1" *-&m«jm ^ 

SXLfco Utt^WlRrtta-^ffl^^KWJR^- $ KSubstance P©»«ttXffl Mi* 
ffiV-tSubstance P^ilrt^^tSftA (0.33/ifiEAg/min)*W*6tfco ^^CTg 
fct«BU«, 0.5 % Tween 80*»*lcRiiS*fcl«ft^*»«rta#ffl*-*-- 

[0 2 14] 
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^— i? : 83/E 



9] 







9 




^WJ 9 3 


Q 1 




8, 2 


1 4 0 


17.8 


^JffiW 1 4 2 


17.3 


3lJfe« 1 7 1 


12.8 



(0.15mg/kg, <?>«#KJ;i9> ^§§B^>f^^O#liltt«lDl»» 

[0216] BS 
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#JM 2 0 0 3 -3 5 7 3 2 5 ' VB 

f- * * * IB £ 4 o 
5* ( I ) *• 

,1 



(R 2 )m 




(I) 



tto-zt*t. R 2 . R 4 it, ->TA -bn> r;v3^r->, ^n^>, t;v 

* A K * * ;v H Plo 
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^-v 1 : 1/E 



Silt 



003-357325 
50301724287 



H3iiB^±0 0 0 9 4 

sfJ&l 5^1 0|20H 



mmu] ¥^i5^iob 17 a 
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